OT3BIB OGHIMATBHOIO ONIOHEHTA
0 nuccepraimun BOPUCEHKO Makcuma Cepreesuua
Ha TeMy «BOJIOPACTBOPUMBIE PEAKITMOHHOCITOCOBHBIE COITOJIMMEPBI
N-BUHUJITMPPOJIMJIOHA Y COTIOJIMMEPBI AKPHUJIOBOM KUCJIOTBI
C 2-OKCUSTUIIMETAKPUJIATOM KAK HOCUTEJIU
ITPOTUBOTYBEPKVYJIE3HBIX IIPEITAPATOB», npecTaBiIeHHOM Ha COMCKAHHE
YYEHOH CTETIeHH KaH/I1/laTa XHMUYECKHUX HayK 110 CIIELHaIbHOCTH

02.00.06 — BricokoMoneKy IpHbIE COSAMHEHNS.

Bopsba ¢ TyGepkynesom cBs3aHa ¢ pemenuem pana mpoGieM, cpeau KOTOpBIX
BAKHOC MECTO 3aHMMAacT CO3/laHHE JICKAPCTBEHHBIX MpENApaToB C PEryIHPyEMEIM
BBICBOOOXK/ICHAEM [IEHCTBYIOIIMX BEIIECTB IIyTEM HX CBA3BIBAHUS C MOJIMMEPOM-
HocuTeneM. [losromy paspaGorka METONOB CHHTE3a HOBBIX IIOJIMMEPOB-HOCUTENIEH U
CIOCOGOB  MONyYEHHS MONMMEPHBIX IIPOM3BOIHBIX TyOEpKyJIOCTaTHKOB ~ SBJIAETCS
AKTYaJIbHOH 3ajaveld. Pemenue 31oM mpoGieMs Mmo3BOIMT MOJYYHUTh IOJTMMEPHBIE
NpOU3BOHEIE TyOEpKyJIOCTATHKOB C ONTHMAJIBHBIM COOTHONIEHHEM CBOWCTE (HM3KO#M
TOKCHYHOCTBIO M BBICOKOH INpPOTUBOTYOEPKYNE3HONM AaKTMBHOCTBIO) M OTBEYAIOIIME
TPeGOBaHMAM, NPEIBABIAEMBIM K MpPeNapaTaM, IPAMEHIEMEIM HE TOIBKO NIEPOPAIIBHO, HO
¥ BHYTPUBEHHO.

Mucceprammonnas paGora Bopucenko M.C. mocesmena pa3paboTke MeTonoB
CHHTE3a M MCCIC[IOBAHUIO CBOMCTB HOBBIX IIONMMEPOB-HOCHTENEH JIEKAPCTBEHHBIX
BELICCTB — CONOMMMEPOB N-BHHWINMPPOIMAOHA, comepxkammx —COOH, —NH,, —CHO
TPYIIEL, & TAKoKe COMOJMMEPOB aKPHIOBOH KHCIIOTHI C 2-THAPOKCHITHIMETAKPHIATOM
(OBMA), nony4eHuro IpOU3BOJHEIX TyO€epKyI0CTaTUKOB (pUaMIUIIMHA, aMHUKAIMHA,
ookcanyHa, UMIPO(IOKCALMHA) Ha HX OCHOBE C Pa3THIHBIM XapaKTepoM XUMHYECKOi
CBA3H HOCHTENIb — JICKapCTBEHHOE BemecTBO (JIB) Kak mnepcrneKTHBHBIX ITOJIMMEPHBIX
cpenctB G6opebel ¢ TyGepkynésom. B paGore OMPEJICIEHbl CIICAYIOIHE OCHOBHBIE
HaIpaBJICHUs UCCIIEIOBAHU:

CHHTE3 cononuMepoB N-sunmnmupponuiona (BII) ¢ monexyaspHbIME Maccamu
MM = 18000 — 35000, conepxamux dyrxmmonansasie —COOH, —~NH,, —CHO IpyIIbI, U
COnoMMMepoB akpuioBok kuciotel (AK) ¢ TODMA — HocuTenelt Ty6epKynoCTaTuKoB,

HCCIIENOBAHHE UX COCTAaBa, MOJICKYJIIPHBIX M THAPOAUHAMHYECKUX XapaKTECPHUCTHK,



TIOMYYCHHE  BONOPACTBOPUMBIX  INOJMMEPHBIX  MPOM3BOAHEIX  AHTHOMOTHKA
pH(aMIHMIKHa Ha OCHOBE COTIOMMEPOB BII-Bununykcycuas kucnora (BYK);

CHHTE3 IIOIMMEPHOTIO CIIOKHOIO 3hupa puhaMIMIHA HAa OCHOBE conoiuMmepa BIT-
€-KpOTOHOMJIAMHUHOKANpoHoBas kuciora (e-KAKK);

CHHTE3 NoMUMEpHBIX 1ITuddoBEX ocHOBaHMI aHTHOHOTHKA aMHKAIMHA Ha OCHOBE
TeprionuMepoB  BIl-kporoHoBas kuciora (KK)-n-kpotoHomnokcubensansaerus  (1i-
KOBA);

HCCJICIOBAHUE TOKCUYHOCTH [N Vilro W NPOTHUBOTYOEPKYIE3HOM aKTUBHOCTH
TIOMyYCHHBIX ~ [ONMMEPHBIX  [POM3BONHBIX  TyOEpKyNOCTAaTHKOB, a Talke MX
TH/IPONIUTHYECKON YCTOHYMBOCTH B MOAEIBHOM Cpejie;

MOTy9€HME TIONMMEPHBIX coniell o¢uiokcamua Ha OCcHOBE comomumepos BIT ¢ 2-
aMHHOSTHIIMCTAKDUJIATOM,  ONPEENECHHE  KOHCTAHT  JMCCOLMALMM  cojlel,  uX
AHTUMHMKPOOHOMN aKTMBHOCTH, HCCIIEI0BaHHE MPOLECCa THZIPOIIM3a B MOJIENBHOM Cpeje;

CHHTE3 COIIOMMEpA, COACPXKALIEr0 LUIPOQUIOKCALMH M aMMKAL[MH, HA OCHOBE
conomumepa-HocuTenss AK ¢ I'ODMA, wuccnemoBanue ero IPOTHBOTYOEPKYIE3HOM
dKTHBHOCTH, CKOPOCTH BBINIENICHHS TyOEpKYIOCTATHKOB M3 IONMMEPHOH (OPMEI B
MOJIENIBHBIX YCIIOBHSAX.

JluccepranmonHas paGoTa COCTOMT M3 BBEJEHHS, 0030pa JIHTepaTypEl, Pe3y/IETaToB
U MX 00CYXK/IEHHs, METOIUK IIPOBEIEHHS SKCIIEPUMEHTA, BHIBOJIOB 1 CIIACKA LIUTHPYEMOM
mareparypsl (149 Hammenosaumif). PaGora usnoxena na 153 CTpaHMIIaX, COAEPXKHUT 34
pHUCyHKa, 27 Tabmmil.

B nepBoli rnaBe auccepraumuu npoBeneH aHamH3 COBPEMEHHOIO COCTOSHMS
HCCIIEJOBAHUH MO IOJyYECHHUIO MOJMMEPOB-HOCHTENEH JTEKAPCTBEHHEIX M GHOJOTHYECKH
aKTUBHBIX BEIICCTB, pACCMATPUBAIOTCS NPEAbABIAEMbIE K HUM OCHOBHBEIE TpeGoBaHus. B
OCHOBHOM, NpeACTaBieHBl mnomuMepsl BII u  akpwioBoif KHCIOTE, TOMMMEpHbIE
NPOU3BO/IHBIE NPOTUBOTY GEPKYIE3HBIX MPENApaToB.

Bropasi niaBa conepxuT onucanue METONOB POBEIEHNS 9KCIIEPUMEHTa, METOTUK
TOArOTOBKH MCXO/IHBIX BEIIECTB, MX OYMCTKH, CHHTE3a IOIMMEPOB.

Tperbs rnaBa Juccepranuu BKIIOYAET SKCIEPUMEHTABHBIE pe3yabTaTthl U HX
obcyxIeHue.

B pesynbrare BeimonHeHHs paGoTEl pa3paGoOTAHBI CIIOCOGHI CHHTE3a HOBBIX

HU3KOMONEKyIApHBIX (MM = 18000 — 35000) ruapodumbHbIX COITOJIMMEPOB-HOCHTEJIEH



JICKapCTBEHHBIX BEIIECTB HA OCHOBE N-BUHUIUPPONUIOHa, copepxkamux —COOH, —~NH,
—CHO rpymmei, a Takxe COMOIIMMEPOB  aKPWJIOBOM  KHMCIOTBI ¢ 2-
THAPOKCHSTHIIMETAKDPHUIIATOM; CHHTE3MPOBAHEI IIOIMMEPHEIE NPOM3BOAHEIE JIB, KOTOpBIE
obimamaror 6Gosee  HH3KOM TOKCHYHOCTBIO, 4YeM wucxoaHsle JIB, coxpansiomue
NPOTHBOTY 6EPKYIE3HYIO aKTUBHOCTH ¥ 06/1a1a10IIHe NIPOJIOHTMPOBAaHHBIM JIEHCTBHEM.

Hayynast HOBH3HA NIpeICTaBICHHOM Pa6OTHI 3aKIII09AETCS B TOM, 9TO BIIEPBBIE:

pa3paboTaHbl METOABI CHHTE3a HM3KOMOJIEKYJIIDHBIX ~ comonumepoB  BIT ¢
BUHHITYKCYCHOH M C &-KPOTOHOMJIAMHHOKAIIPOHOBOM KHCIIOTaMH, conosimmepoB BII ¢ 2-
AMMHOITHIIMETaKpuiatoM (2-ADM), Tepnonumepo BII-KpoToHOBas — KMCIOTa—II-
KpoToHounokcubensanbaerny (BIT-KK-n-KOBA), conomiMepoB AK ¢ T'ODMA u
HCCIIEN0BaHbI HX MOJIEKYJIAPHBIE ¥ THAPOMHAMUYECKUE XapaKTEPUCTUKH;

[oTy4eHa HoBas MH(GOpMAlKUA O NMPOU3BOAHEIX pH(pAMIMLIKMHA C COMOJIUMepaMH
BII-BYK, o¢umokcammna ¢ comomumepamu BIT-2-ADM u ux (GHU3MKO-XUMHYECKHX U
OHOIOrHYECKHX CBOUCTBAX;

pa3paboTaH METONl CHHTe3a MOJIMMEPHOrO 3pupa pubaMIMIMHA HAa OCHOBE
conomuMepa BIl-e-KAKK wu onpegenena ero TUIPOJIUTHYECKAsA YCTOWYHBOCTD,
IIUTOTOKCHYHOCTD, IPOTHBOTY 6EPKyNIE3HAsS AKTUBHOCTH,

CHHTE3MpOBaHbl mnonuMepHble IlludpdoBE OCHOBaHMA amMHMKaMHA Ha OCHOBE
cononumepor BII-KK-n-KOBA ¢ mHpoIoHrMpoBaHHEIM OTIIEIUIEHHEM OT [oJIMMepa-
HOCHTEIIsl aHTHOMOTHKA, 06€CTIEYMBAIONINM €0 MPOTHBOTYGEPKYIIE3HYI0 AKTUBHOCTS,

Ha  OCHOBe conoinuMmepa-Hocurens AK-TOOMA  cuHTe3sMpoBaHO  HOBOe
[IOJIMMEPHOE  TIPOM3BOJHOE, CONCpXKAINEEe B CBOEH CIPYKType [Ba JIEKApPCTBEHHBIX
BCIIECTBA — HMNPOQIOKCALMH ¥ aMHKAIMH, HCCIEAOBAHEI €10 MPOTHBOTYGEpKyIE3HAs
dKTHBHOCTb M CKOPOCTH  BBICBOOOX/JEHHA TyOGEpKyIOCTaTHKOB M3 IOJMMEPHOIO
TIPOU3BOHOTIO.

IIpakTHYecKkasi HEHHOCTH PaGOTH COCTOMT B TOM, YTO

CHHTE3MPOBAaHHbIH MOIMMEPHbIA 3(Hp pHpaMIHIMHA C NPOJOHTMPOBAHHEIM
BBI/IC/ICHUEM TPOTHBOTYOEPKY/IE€3HOIO aHTHOHOTHKa, obnafarommii B 2.3 pasa MeHbLIeH
TOKCHYHOCTBIO in  Vifro, 4YeM HeMOAMGHUIMPOBAHHEIA PUGAMIHUIMH, TpEICTaBISLET
HHTEpEC /Ul NaibHEHIIeH pa3paboTKK B Ka4eCTBE MEAMIMHCKONO Mpenapara;

NIOTMMEpPHEIE CONM TyGepKyJIoCTaTHKa OUIOKCalHa Ha OCHOBE COmouMepoB BI1-

2-ADM, ofbnajaomue BBHICOKMM YPOBHEM W LIIMPOKHM CIIEKTPOM aHTUMHKPOOHOIO



ACHCTBUS, NOTEHIHMANLHO MOTYT BRICTYTIaTh B pOJM CpeACTB GOphOBI C BTOPUYHOM
bakrepuanbHOi HH(eKIHe npy TybepKynése;

CHHTE3MpOBaHHEIC ronuMepHsie 1lnphoBsl 0CHOBaHMS aMuUKalMHA C BEICOKOH M
NIPOIOHTHPOBAHHOM NPOTHBOTYGEPKYIE3HON AKTHBHOCTBIO NPCACTABIAIOT MHTEpPEC JyIs
YIIYONEHHBIX MEIMKO-GHOIOrHIECKHX HCCJIEIOBAHMIA;

comomumep AK, comepxammii 1Ba TyGepkynocraruka (munpoduiokcatMH U
aMHKallMH), oOnafarolMii CBOMCTBAMH [IOCTCNICHHOIO ~ OTIIEIUICHUS JIEKApCTB  OT
TOJIMMEPHOTO HOCHTEIIA, NPE/ICTABISET 3HAYMTENbHBIN HHTEpeC s KOMOMHUPOBaHHOK
Tepanuu TybepKynésa.

Hduccepranus B nenom [IPOM3BOMUT BIEYATIIEHHE OOCTOATENHLHOIO, TIIATEIBHO
BBIMIOJIHEHHOTO,  XOpOILIO OGOPMIEHHOIO HCCIIEIOBAHMS, HayyHas M IpaKTHYecKas
3HaYUMOCTh KOTOPOr0 HECOMHEHHHI.

HecMotps Ha o6uryio monoxurensHyo OLIEHKY AMCCEPTalliH, CIIEAYEeT OTMETHTH,
HTO OHa HE JIMIICHA HEAOCTaTKOB. IIpH aHaM3e NpeaCTaBIeHHEIX MATEPHAIOB OSBUIMCH
BOTIPOCEI, HAa KOTOPhIE HEOOXOAMMO NONYYHMTh JONONHMTENBHBIC OTBETHI, a TaKKe IO
AMCCEpTallii UMEIOTCS CIEAYIONUE 3aMEYaHHUS:

1. BeTpeyarorcss HECOOTBETCTBHS MEXKLY MaTepHajlaMH, BKJIFOYEHHBIMH B pa3HbIe
IJIaBBI IUCCEPTALIHH.

B wactHocTH, B pasgene 2.1 Ha ctp 57 ykaszaHo: «B kavectBe pacrBopuTeneii B
pabore ucnonesoanu N,N-numerundopmamus (JIM®A ), ounimeHHbIif 1o MeToauke [126]
H n3onponuioskiit cnupt YJIA». Tlpu onucaHuM METOAMK NpOBEAEHHS 9KCIIEPUMEHTa U
TIpM  aHAJIM3C MOIYYCHHBIX PE3Y/IBTAaTOB AMCCEPTAHT TaKKe MCIIONb3yeT, HalpuMep,
AMOKCaH, 3TaHOJI, TU3THIIOBBIH 3(Up (aBTOp €ro Ha3BIBAET CEpHBIH 3(UP), ALETOH.

Ha. crp. 12 ykasmiBaercs, YTO WMCHOIB30BAICH MpOIAaHON-2 B KavyecTBe
NIEpEHOCYMKa LenH IMpH conoimuMepusauuy BII ¢ ruapoxnopumom 2-ASM, ¢ KK u AK ¢
I'OBMA, onHako NpH ONMCAHMH METONOB CHHTE3a cononuMepoB (pasaen 2.3.1) 06 stom
YIIOMUHAHUS HET.

2. ]JluccepranT cHHTe3uWpoBaJ comonumepsl BII ¢ pPasHEIMH MOHOMEpPaMH,
COIONUMEPBI  aKpUIOBOH KHCIOTEI ¢ 'OOMA. U3BeCTHO, YTO HEKOTOpHIE M3 3THX
COMONMMEPOB OBUIM NOJYYEHB! paHee, NpaBia, B APYTHMX ycioBuax. Ho mpu amammse
PE3YIbTaTOB KMHETHYECKUX MCCIEIOBaHUN (COCTaB HMCXOAHOM CMECH M COCTaB

COIIOJIUMEPOB, KOHCTaHTHI COITONIMMEpHU3AlIiH, MHKpPOCTPYKTYpa COHO.TIHMCpOB)



JUACCEPTAHT HE NPOBOJMT CPAaBHEHHE CBOMX M paHee OIy6IHKOBAHHBIX PpEe3yJIBTaToB,
TIONy4EHHRBIX NpYrHMH aBropaMH. IlpudeM W3 NpHBENeHHOrO B JMCCEpTAUMM CIIHCKA
HCTOI30BAHHBIX HCTOYHUKOB BHJIHO, YTO HEKOTOPHIE M3 3THX PaGOT €My He H3BECTHEL.

3. Ha ctp. 67 ykasaHno, 4To MOJICKYJIIpHYX0 Maccy cononumepoB BIT onpenensnu
BUCKO3MMCTPHYECKH, MCIONB3Ys (GOpMyy, NPUMEHHMYIO [UIA romomnonumepoB BII.
Hackonbko 310 nomyctumo?

4. IMeroTcsa He3HauMTENIbHBIE 3aMEYaHus IO opopmnenmo. Ha ctp. 117 Tabmuna
22 uwe wumeer 3aronoBka. B  cmmcke JMTepaTypel 1mo3. 16 wumMeeT HemoiHOe
bubnuorpaduyeckoe omucanue. CUHTAO HeyaYHBIM COKpaIleHHoe 0003Ha4YeHue s
MOHOMEpa  2-THIPOKCHOTHIMETaKpuiara (B [MCCEPTAMM OH  HashBaercs 2-
OKCHITHIIMETaKpuIaT). OGBIYHO B OTEYECTBEHHON JIUTEpaType MCIIONIBE3YIOT COKpAIlleHHs
I'OBMA, I'SMA, O3MA, B 3apyGexuoii - HEMA. B JMCCEPTAlMM  MCIOJIB3YETCS
cokpamenue 2-OOMAK. Hanwuue 6ykssi K B koHie ab0peBUaTypBl XapakTepHO JIf
KHCIIOT, Hanpumep, akpuinoBoii — AK wmmmu Merakpunosoit — MAK. Axpunarel u
METaKpuiarel 06o3HayaloT mno-apyroMy. Hanmpumep, MMA wm I[IMMA & —
METHIMETAKPUIIAT U TTOJMMETHIMETAKPHIIAT.

5. JlMCCepTaHT NOYTH He CCHUIAETCH HA CBOM ony6GnuKoBaHHEIE paboTHl (3a
ucKmo4yeHueM nos. 10, 133, 145). Hanruue Takux cCBUIOK MO3BOTHIO GBI JIy4Ille OLICHHUTH
TOJTHOTY OIMTYG/IMKOBaHHS B NIEYATH ITOIYYEHHBIX IHCCEPTAHTOM PpE3YNbTaToB.

OrMmeueHHBIE 3aMeYaHWsi HOCAT YACTHBIM XapakTep M He BIMAIOT Ha o6uryro
BBICOKYIO OLICHKY paGoThl B 1enoM. Penensupyemas JAUccepTauus MpencTaBiser coboit
3aBCPIICHHOC HAyYHOE MCCIEOBAHWE, HOBU3HA, IOJNE3HOCTh M /JOCTOBEPHOCTD
PE€3yIbTaTOB KOTOPOI'O HE BRI3BIBAIOT COMHEHMA. ITo TeMe muccepranuu omy6mukoBano 20
TeYaTHBIX paboT, u3 HUX 10 cTareil B OTEYECTBEHHBIX U 3apyGeKHBIX sKypHaIax, | mareHT
M 9 Te3MCOB [IOKIAJ0OB Ha BCEPOCCHMCKMX H MEXIyHapOIHBIX KOH(EpEHIHSIX.
Agropedepar, omyGnuKoBaHHbIE paGOTH JOCTATOYHO MOJTHO OTpaXKaroT COJepIKaHHE
JUCCEPTALIUH. .

Paccmorpennas muccepranmonnas pabora BOPUCEHKO Makcuma Cepreesuua
«BOJOPACTBOPUMBIE = PEAKIITMOHHOCIIOCOBHBIE = COITIOJIMMEPBI M-
BUHWJIIIUPPOJIIMJIOHA U COIIOJIMMEPBI AKPUJIOBOM KHUCJIOTBI C 2-
OKCUOTHUJIMETAKPUJIATOM KAK HOCHUTEJIA ITPOTUBOTYBEPKYJIE3HBIX

[IPETTIAPATOB» sBisieTcs caMOCTOATENBHOM 3aKOHYEHHOM Hay YHO-UCCJIEI0BATEIbCKOM



paboroii, comepikameli HoBoe permenue aKTyajlbHOM 3a/lauM, Hay4HYI0 HOBH3HY, UMEeT
TIPAKTHYCCKOE  3HAYEHHE U  YIOBIETBOPAET TpeGOBaHMAM, NPEABABISAEMBIM K
KaHIMAAaTCKuM  uccepraumsaM B «[lonokeHnn o mopsjke NPUCYXKJIEHUS YYEHBIX
CTENEHEN», YTBEPKACHHOM II0CTAaHOBJICHHUEM IIpaBurensctBa Poccuiickoit ®enepaiyn
Ne 842 or 24 centsabps 2013 r. (myHkT 9), a ee asrop, BOPUCEHKO Maxcum Cepreesuy
3aCIy’KMBacT TNPUCYKJCHUS YYEHOM CTENEHH KAaHOUIATa XHUMHYECKHX HayK [0

creruanbHocTH 02.00.06 — BEICOKOMOJEKYIAPHEIE COEUHEHHS.

OduumansHEIi ONNOHEHT, TOKTOP XAMHYECKAX HaykK

1o crieunanbHocTH 02.00.06 «BBICOKOMOJIEKYIAPHEIE COSAUHEHU,
npogeccop, npopeccop kabeaph XHMAYECKOH TEXHOIOIHH
nomumepos PI'bOY BO «Canxr-Ilerep6yprekumii
TOCYIapCTBEHHBI! TEXHONOITHYECKUM HHCTUTYT

(TeXHMYECKHI YHUBEPCHUTET)» Mﬂanpoa Huxonait Anexceesuy
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